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Abstract

In 1999, the U.S.
s g Environmental Protection
Agency (EPA) asked
ICCVAM to evaluate the
validation status of the
Revised UDP as a sub-
stitute for the conventional
acute oral toxicity test (i.e.,
OECD Test Guideline [TG]
401 and EPA OPPTS
870.1100, 1998). ICCVAM
and NICEATM organized
an independent scientific
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A Test Method for Determining the Acute Oral the Revised UDP by an
Toxicity of Chemicals
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Background

1981 Organisation for Economic Co-operation and Development (OECD)
adopted an international test guideline (TG) for acute oral toxicity
(TG 401)

+ used 30-50 test animals

OECD adopted revised TG 401
« used 20 - 25 test animals

1987 —

1998 OECD adopted three additional test guidelines for acute toxicity:
+ Fixed Dose Procedure (FDP; TG 420)
+ Acute Toxic Class Method (ATCM; TG 423)

ICCVAM Peer Review of the UDP

1999
August U.S. EPA asked ICCVAM to conduct an Independent
Scientific Peer Review of the UDP

ICCVAM convened the Acute Toxicity Working Group
(ATWG) composed of knowledgeable individuals in ICCVAM
agencies

ICCVAM Peer Review of the UDP (Cont’d)

2000

February Federal Register Notice (Vol. 65, No. 34, 8385-8386)
* Requested nominations for Peer Review Panel
* Requested data and information regarding usefulness

and limitations of UDP as a replacement for conventional
LD50 test

Peer Review Panel Finalized by ATWG
* R ded 19 with ise in acute
toxicity testing, biostatistics, alternative methods

July 25, 2000 - UDP Peer Review Meeting

UDP Peer Review Panel Charge:

+ Evaluate all of the available information in the Background Review
Document (BRD) in accordance with published criteria for validation
and acceptance of toxicological test methods (NIEHS, 1997).

* Prepare a written report that summarizes the extent to which each
of these criteria have been addressed, and the usefulness and
limitations of the UDP for determining the acute oral toxic potential
of chemicals and products.

Focus of the Review for UDP Primary, Limit, and Supplemental Tests:

* Has the revised UDP been evaluated sufficiently and is its performance

satisfactory to support its adoption as a substitute for the traditional

LD50 test for acute oral toxicity (U.S. EPA Health Effects Guideline
OPPTS 870.1100, 1996; OECD, 1987)?

*  With respect to animal welfare, does the revised UDP adequately

and i where scil i feasible, procedures

that refine, reduce, andlor replace animal use?

UDP Panel C ions/R:

Revisions to the UDP in Response
to the July 25, 2000 Panel Report

In response to the Panel's conclusions and recommendations, the
UDP Technical Task Force revised the UDP test method guideline
as follows:

+ Incorporated recommended Panel revisions into the proposed UDP
Primary and Limit Tests
The UDP Supplemental Test to determine the slope of the dose-
response curve was deleted
A procedure was added (for use with the Primary Test) to calculate
the Cl for the esti LD50. This p isa
that does not require the use of additional animals. The Cl helps to
place the estimated LD50 in a statistical context for hazard and risk
assessment purposes.

ICCVAM Peer Review of the UDP (Cont’d)

2001

June UDP Technical Task Force completed revision of the UDP
and the development of the UDP software program.
Revised materials submitted to ICCVAM for follow-up UDP
Peer Panel review.

Federal Register Notice (Vol. 66, No. 121, 33550-33552)

+ Announced availability of revised draft UDP test
guideline

ALL UDP DOCUMENTS
AVAILABLE ON THE

August 21, 2001 - UDP Peer Review Meeting

UDP Peer Review Panel Charge:

« Evaluate the extent to which the revised draft UDP test guideline
(July 12, 2001) incorporates modifications in accordance with the
recommendations of the July 25, 2000 Peer Review Panel meeting;
Evaluate the appropriateness and adequacy of the proposed procedure
for calculating a CI for the LD50; and

Evaluate the and consi: of the program for
use in the revised draft UDP test guideline.

UDP Panel Conclusions/Recommendations:

Revised UDP Test Guideline

The Panel concluded that many of the recommended and requested

h had been approp and all members concurred

with the current modifications. However, several previous recommenda-

tions appeared to have not been adequately addressed in the revised

UDP Test Guideline, and the Panel recommended adding the following:

+ Either sex of animal can be used, or if information is available indicating
that one sex is more sensitive, the more sensitive sex should be
used.

A practicability evaluation of the usability of the in vivo test should be

Conclusion of ICCVAM Review of the UDP

2001

September UDP Technical Task Force revised the UDP test guideline
in response to the Panel's recommendations.

October ICCVAM endorsed the revised UDP test guideline.
« In accordance with the ICCVAM Authorization Act of
2000 (P.L. 106-545), ICCVAM developed and adopted
ICCVAM test recommendations for the UDP to be
forwarded to Federal agencies for their consideration
and appropriate action.



